
December 26,200i 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Attention: Indira Hewlett, PhD 

RE: Draft Guidance for Industry, December 2001 

Dear Doctor Hewlett: 

Clarification of the statement in Part IV ImpIementation should be made. In this part you say 
that after approval for use of a licensed HIV- 1 and HCV NAT, the establishment may continue 
using an alternative NAT testing under an approved XND. This statement continues; provided 
that the manufacturer implements the approved test at the same time. It is not clear what the 
meaning of that statement is. If a licensed Source Plasma operation has access to the now 
ongoing blood donor IND for HCV and HIV, such as a licensed blood center with a Source 
Plasma license, this testing should be acceptable in lieu of using the NGI license test or any other 
test. This is particularly cogent since blood centers are using a 24-donor pool as opposed to a 
much larger pool in the Source Plasma process. 

Sincerely, 

W, C. Dickey, MD 
President/CEO 
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Submit comments and suggestions regardin, cr this draft document by the date provided in the 
Federal Register notice announcing the availability of the draft guidance. Submit comments 
to Dockets Ma~age~~~t Branch (J-WA-31351, Food and Drug Ad~i~is~atio~, 5630 Fishers 
Lane, n-n. 106 1: Rockville, MD 20852. You should identify ail comments with the docket 
number listed in t e notice of avai~abi~i~ that published in the Federal Register. 

Additional copies of this draft guidance are available from the Office of Communication, 
Training and Mantrfact~zrers Assistance (I-FM-40), 140 I. Rockville Pike, Rockville, MD 
X%352- 1448, or by calling 1-800-835-4709 or 3Oi-527- 1800, or from the Internet at 
l~tt~:~/ww~v.~da.gov/cber/guid~~i~~~s.htl~l. 





The purpose afthis guidance document is to inform you, all estabiishments, engaged in the 
manuhct~~re of Sowee Plasma as defjned in 2 1 CFR 640.60: L) that we, the Food and Drug 
Adl~~~~ist~at~~~~ (FDA), have approved nucleic acid tests (NAT) to identify, human 
i~~~~~~d~~~~~~~~y virus tyype I (HIV- I) and hepatitis G virus (WCV) in Source Plasma 
donations; 2) that we believe that a licensed nucleic acid test to identify HIV and WCV in 
Source Plasma donations, wfien available, should be trsed to adequately and a~~~~~r~at~~y 
reduce the risk of transmission of these communicable diseases; and 3) that we expect that a 
‘iicensed nucleic acid test to identify HIV- I and WCV in So,urce PIasma donations will be 
available after establishments submit biological license application (E&A) supplements 
providing for the use of an approved nucleic acid test, and after we have approved such 
suppkments. We reccmmend that you submit pre-approval supplements in accordance with 
21 CFR 601.12(b) by dune I, 2002. 
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ol‘ plaxina derivatiiw, the 1~3.2 ot‘t2f‘i~ctiv~~ virus tremor al ;ir;cl imctivatiml incthocfs. Stmrccs 
of r-i:m;kini:q risk t’or txmsfusim trmmissio~~ and to plasma pools in&de winfitow period 
kmaliorki, viral vxian&, atypical smxo~~versio~~ arrci Iaboratory testing error (Ruf L , 2 1. A 
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units (Ref. 3). However, initatives by the sourct’ plasma irx~ustry, including NAT testing 
umier XND, greatly reduced the chances of these units entering the pools for ~~~u~a~~lr~ng 
(Ruf3). Although efkctivt: viral clearanzc ineehods are ii1 piace 52r a/most a11 plasma 
derivatives, measures to close the window period are expected to fxrrther reduce the residual 
risk of HIV or HCV infections units entering plnsrm pools. In 1994, we held a workshop to 
explore the potential a~~l~~atio~ of nucleic acid based methods to donor screening for HIV. 
it was felt that although these methods were clearly smsitive, they were not ready for 
impiementation on a large scale at that time, However, the workshop f&led interest in 
developing systems for ~~~le~e~tatio~ of nucieic acid methodology for testing blood and 
plasma donations. 

S~lbs~que~t~y, industry in collaboration with the Natiuml lrxtitutes of Health and FDA 
actively prwued development of NAT systems for HIV- I and HCV. Due to the cost and 
labor intensity of NAT, testing of minipools of plasma rather than individual donations 
seemed to be more feasible and by 1997 some ~an~~~~t~~rers in Europe had voluntarily 
instit;uted NAT on pooled samples of plasma. At about that time, the European Union issued 
a directive that by July 1, 2999, HCV ribontrcieic acid (RNA) testing would be required in 
Europe for all plasma for fract~o~at~o~ and that the requirement for HIV- I RNA testing 
would f-o llow at a !ater date. The European directive, which applied to both Source Piasma 
and recovered plasma, provided impetus to the rapid development of NAT for ali blood and 
plasma do~at~ons. Zn November 1999, FDA announced the availability of the draft document 
entitled “Guidame for Industry: Application &Current S~a~~to~ Authority to Nucleic Acid 
Testing of Pooled Plasma” folr public com-mnt on FDA’s approach to regulating nucleic acid 
testing for infectious disease agents when intended for use in blood donor screening and/or 
lna~~~fa~t~~~il~g of blood products, We also provided the industry with guidance on assay 
validation and regulatory strategies for licmsure of NAT. 



V. JI2EFERENCES 

1. M.P. Busct-i and S. f-I. Kleinman, Nucleic Acid A~p~i~~~at~~n Testing of Blued Donors t’or 
Transfusion- Transxnitted Infectious Diseases, Transfilsion 2000; 30: 143- 159. 




